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C=0(3) 
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4 y 7 r o f Ji/ 


NH 
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C=0 (4) 


2 — - > y*^x^;u 


— * *> >U 
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R 1 


R 2 


A 


X 


Y 


2(1» 

tt-JL) 


(2, 4 -CI) 7 




NMe 


CH(OH) 


(CH 2 ) 3 


H&Z (4) 


(2, 4 -CI) 7 




S 




(CH 2 ) 4 


(4) 


(2 t 4-Cl) 7 * ~)l> 


4 v t'ip 


S 


CH=CH 


(CH 2 ) 2 


0) 


(2,4-Me) 7 ^ 




0 




(CH 2 ) 3 


NHC=0(4) 


(2,4-Me) 7 j-~>\, 




0 


NH 


(CH 2 ) 4 


i**-* (4) 


(2,4-Me) 7 ^ z*>l, 


7" o f 


0 


NHCO 


(CH 2 ) 3 


(4) 


(2,4-Me) 7 i 




s 


NH 


(CH 2 ) 4 


(3) 


(2,4-Me) 7 * 


7" o t* >U 


NH 


NHCO 


(CH 2 ) 5 


(3) 


(2-C1) 7 * 


— * a** 


0 




(CH 2 ) 5 


CH=CH (4) 


(2-C1) ^ x j=.n/ 


7" o f il/ 


NH 


CH=CH 


(CH 2 ) 4 


(3) 


(2-C1) 7 * ^ >P 




0 




(CH 2 ) 8 


CH=CH(3) 


(2-Me) 7 


4 V 7 o £ >U 


S 




(CH 2 ) 3 


NHC=0 (4) 


(2-Me) 7 *- 


4 v 


S 


NH 


(CH 2 ) 4 


(4) 


(2-Me) 7 i >l/ 




0 




(CH 2 ) 3 


NHC=0 (3) 


(2-Me) 7 * -to 




0 


NH 


(CH 2 ) 4 


J**4 (3) 
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im5] 



R 1 


R ! 


A 


X 


Y 


as.) 


(2, 4 -CI) y 




NMe 


CH(OH) 


(CH 2 ) 3 


(4) 


(2-Me,4-0Me) y j- 




0 




(CH 2 ) 3 


NHC=0 (4) 


(2-OH) y 


4 y y a f i|r 


NH 


com 


(CH 2 ) S 


M4>* (4) 


(2-0H.4-C1) y * 




0 


CONH 


(CH 2 ) 3 


(4) 


(2-0H,4-Cl)7*^^ 


4 y -f o t' >l/ 


0 


CONH 


(CH 2 ) 3 


(3) 


(2-OH, 4-Me) y * ~ >l> 




S 


NH 


(CH 2 ) 4 


(A) 


\-+y + * 




0 




(CH 2 ) 4 


(3) 


2-4 i r/^) >V 


2-7 * ^>U;r.* >W 


0 


CH (OH) 


(CH 2 ) 3 


(3) 


2-<t > V ») >l> 


2-f ») -7)1// *-H/ 


0 




(CH 2 ) 5 


CH=CH(3) 




•/ 9 vy*<a t?/US 


s 




(CH 2 ) 3 


(3) 


2-ty + )i> 




0 


CONH 


(CH 2 ) 3 


CH=CH (3) 


2-y v 




s 


CH(OH) 


(CH 2 ) 3 


(3) 




4 yy'v t" >u 


NMe 


NH 


(CH 2 ) 4 


(4) 


2 — * > % /+ j*. j=. >u 


4 y ycr t'/t/ 


5 




(CH 2 ) 3 


NHC=0 (4) 



K (GAL4-hPPAR(5 LBD) N b^-^-^^^F (UASx4-TK- 
LUC) bisf— fef (/J-GAL) 5 KS'j#7x^i/ 3 > 

OTMRIE-C (Life Technologies) 5:i!)b7>77i^h 
£x *#g^b^Xttjt^b^-C-$>SGW-2 4 3 4 0l$|Ifljg*£U W 

«fl3«BBS&^^ 7x7 — t£ Mttatf /? -GAL ZZbtzXQ&lsbtzo 
ft N ^>7i5- tf?Ste&/?-GALM&«IEbfco 
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^IB^WJ3) 



tot, *^bj®-^ (i) mh<mu)^m.£tiz>-7 ^-jvmwmmi&x&^cD 

|iP^^>#cd^M0s 7;v^^^y-^ ifeSE&j&jiu (Ma no 

H. et. Al. , (2000) J. Biol. Chem. , 275:8126-81 

32), n-fe ptmmrn, wm&m.vx hn^-, ^ig^^. ^h^^^-d^ 

(Saluja I, Granneman JG, Skoff RP. (2 0 0 1 
) Glia, 3 3:1 9 1-2 0 4) ^NiM^Jt btif 

o 

zti*><Dm%itzt-±, mn<DMM%k mmu m&m, mnm, &ms ^mi*t-&m 

Mc-Ca) &*r# N m^Jfcb-c{^ 7r7'j A, *;i/*&if^ 
-^JhUTfciu b ^u^i/ynKJV^jlu—x (HPC) N -fe'^^X ^Utf^;i/bD 
U F> (PVP) teZtfmf ZtiZo 
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mg-~10 0mg, iPS4t- 1 0 1 mg~ 2 0 0 0 mgt^S^ 



mmm 1 

[4- [4- [2- (2-^OD7i-;i/) -5--T V7P^*W-;i/-4-^ 
(1) [2- (2-^DD7ir;i-) - 5 V7*D Wl/^-^y— ^- 4 —OH 7" 

2- (2-^dd7x-ji/) _4_ 3 _ 5 - ^ v7d ^mu-y- ;i/ ( 

5 9 0mg, 1. 6 3mmo 1) h> (2mL) HSiU $/7>jfct b V £A 

(88mg, 1. 6 3mmol) SM, 2 2Bm&D$tiI$&Ufco SM^IiSfcSl 

!7^-T* (^*>/*«*^=5/l) »»U mmh&m (34 7mg, 8 2% 

) £*§fco 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 
6 : 

1 . 3 7 (d, 6H, J = 7Hz) 
3. 2 2 (m, 1H) 
3 . 7 0 (s, 2H) 
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7. 3-7. 4 (m, 2H) 
7. 4-7. 5 (m, 1H) 
7. 9-8. 0 (m, 1H) 

(2) [2- (2-^DD7izji/) - 5 --f V7D 4 t 

Eft 

-h'j;K3 4 6mg ) 1. 3 3mmol) *j»aae (2mL) ( 1 m L) 

«x zmuxmmu mmib&m (393mg) 

1 H-NMR (CD C 1 3 , 4 0 0MHz) 

5:1.34 (d, 6H, J = 7Hz) 

3 . 1 0 (m, 1 H) 

3. 6 8 (s, 2H) 

7. 3-7. 4 (m, 2H) 

7. 4-7. 6 (m, 1H) 

7. 9-8. 0 (m, 1H) 



(3) 2- [2- (2-^DD7x-;i/) - 5 V 7 D - 4 ^ 

^fftfbU^ATVl/'^A (1 0 7m g) 2. 8 lmmol) Sr KD77 
> (3mL) fcWBU *^Tn- [2- (2-^DD7xr^) - 5 V 7DtW 
W-;K4-f;i/]»i(3 9 3mg > 1. 4 0mmol) Of b7th*D77> 
(3mL) gM5»7tlTlfeo MfcRUT2«FlHaE^ (15 
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At» 3fflUT*IBU mmfc&®) (2 3 5mg ) 6 3%) 
1 H-NMR (CDC 1 3 , 4 0 0MHz) 
6 : 

1. 3 2 (d, 6H, J=6Hz) 

2. 7 8 (t, 2H, J = 6Hz) 

3. 0 9 (m, 1 H) 

3. 4 5 (t, 1H, J=6Hz) 

3. 94 (dt, 2H, J = 6Hz, 6Hz) 

7. 3-7. 5 (m, 3H) 

7. 9-8. 0 (m, 1H) 

(4)2- (2-^D07i^l/) -5— i* V7D^-4- [2- (p- bJte>X 

2- [2- (2-^DD7i^) - 5 V7P K^ir* , ;-;i'- 4 - >f ^] x. 
* (1 5 9mg, 0. 5 9 8mmo 1) *tfHb**-^> (lmL) -t?«JS>> ( 

2mL) t»U tK^Tn p-h;H^*-;^un* (125mg, 0. 6 5 
8mmol) £fln;t> 5I^IH«»Ufco SJ»*ftlNttffitek»«[K:»W-s ^dd^I/A 

t-iaibfeo mmm&*s mum^K $m&ifok'cmxm&\s, wmj-hv$j*"&& 

^•9->/»IRx^;i/=2/l) 3fc»fti^*3 (123mg, 4 9%) *»fc 0 

1 H-NMR (CDC1 3 , 4 0 0MHz) 
d : 

1. 3 0 (d, 6H, J = 7Hz) 

2. 2 8 (s, 3H) 

2. 89(t, 2H, J = 7Hz) 

3. 0 6 (m, 1 H) 

4. 3 1 (t , 2H, J = 7Hz) 
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7. 2 2 (d, 2H, J = 8Hz) 

7. 3-7. 4 (m, 2H) 

7. 4-7. 5 (m, 1H) 

7. 6 9 (d, 2H, J = 8Hz) 

7. 8-7. 9 (m, 1H) 



PCT/JP02/01422 



(5) 2- (2-^DD7x^) -4- (2-3-K^;i/) 

2- (2-^DD7xr;i.) -5 — fV7"Dt;i/-4- [2- (p - Wi/;n>;*;i/* 
^;M"^» (12 3ms, 0. 2 9 3mmol) *7"feh> ( 

2mL)MU (17 6mg, 1. 17mmol)m -ft 

0 5mg, 9 6%) 

1 H-NMR ( CD C 1 3 , 400 MHz) 

6:1. 3 5 (d, 6H, J = 7Hz) 

3. 0-3. 2 (m, 3 H) 
• 3. 4 6 (t , 2H, J=7Hz) 

7. 3-7. 5 (m, 3H) 

7. 9-8. 0 (m, 1H) 

(6) 1- C 7x"jV] -4- [2- (2-^DD7xZjl,) - 

6 0%7k^b^"h U^A (1 6mg, 0. 3 8 9mmo 1) h7tKD77> ( 
lmL) fcMU fcWb, 3- [ (4-7UW^f;i/) -3-3-* 
vrne^&cn^;!/ (10 2mg, 0. 3 8 9mmol) Orh7hFD77> (2 
mL) ®m%5frmti>V-T®TLtco 3 0^ 2- (2-^DD7z^) -4- ( 
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2-3—Y^9-fr) - 5 — r V^DK^W- ;i/ ( 1 4 6mg, 0. 3 8 9 mmo 
1) ©rh7bh'077> (2mL) M£Jn*s 2 l«?HJJDl»JS«Ebfeo 

(4-7'j;i/t^f;i/) ^>y-f;i/] -4- [2- (2-^dd7x-;i/) -5- 
^V7DKMW-;v-4-^f;i'] S^x^tii (l. 5mL) % mt (0 
. 4mL) ftjbQ*.s 2 4WflHlnjftiaEUfe. ®t5»*tiCRUtfi«It*Cft^ 

■^>/M^^;i/=3 / /l) -CSMKU mmib&m (49mg, 3 0%) *f#fc 0 
1 H-NMR (CDC 1 3 , 4 0 0MHz) 
6 : 

1. 30 (d, 6H, J = 7Hz) 

2. 13 (m, 2H) 

2. 6 7 (t, 2H, J = 7Hz) 

3. 0-3. 2 (m, 3H) 

4. 6 0 (s, 2H) 

7. 3-7. 4 (m, 2 H) 
7. 4-7. 5 (m, 3 H) 
7. 9-8. 0 (m, 3H) 

(7) 1- [ (4-3— 7i-M -4- [2- (2-^DD7xr;i/) - 

5 y7*P 4 -'f 1 

1- [ {4-i?uu 7ir;H -4- [2- (2-7DD7x-;v) -5- 

•Y V7DtM^rt^;- 7I/-4 — f71/] 1 (4 8ms, 0. 115mm 

o 1) £T-fe h> (lmL) t«U 3 -Mb:*- h'J>7A (3 5mg, 0. 231 mm 

oi) ifit-wufe. sjs***^*^ B^fM-amu ftttff 
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^ (5 8mg, 10 0%) £f#£o 

1 H-NMR ( CD C 1 3 , 4 0 0MHz) 
d : 1 . 3 0 (d, 6H, J = 7Hz) 
2.12 (m, 2H) 

2. 6 5 (t, 2H, J= 7Hz) 

3. 0-3. 2 (m, 3H) 

4. 4 5 (s, 2H) 

7. 3-7. 4 (m, 2H) 

7. 4-7. 5 (m, 3H) 

7. 8 9 (d, 2H, J = 8Hz) 

7. 9-8. 0 (m, 1H) 

(8) [4- [4- [2- (2-i?nD7xr;i/) -5 — fy7Dm^»;-^- - 
4— r^U;i/] 71-JI/] T-bh^h»j;i/ 



1- [ (4-3- h'^;U) -4- [2- (2-^DP7x-;i/) -5- 

^>-l-t>(58mg, 0. 114mm 
o 1) S7t h> (1 . 5mL) CSIIPU *s7>ib±h V £A (7mg, 0. 12 0 

mmo 1) sad*, — mmmmvtzo fi**fts8»fcjiuT*K:atf\ bes^^t ' 

ii^=2/l) T?»«U $jBfc&tt (3. 2m g) 7%) ftfffc. 
1 H-NMR ( CD C 1 3 , 4 0 0MHz) 
6 : 

1. 3 0 (d, 6H, J = 7Hz) 

2. 13 (m, 2H) 

2. 6 6 (t , 2H, J = 7Hz) 

3. 0-3. 1 (m, 3H) 
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3 . 8 0 ( s , 2 H) 

7. 3-7. 4 (m, 2H) 

7. 42 (d, 2H, J = 8Hz) 

7. 4-7. 5 (m, 1H) 

7. 9-8. 0 (m, 1H) 

7. 9 8 (d, 2H, J=8Hz) 

(9) [4- [4- [2 - (2-^dp7i-^) -5->fV7'Dt:;i/*^y-;v- 
4-^;i/] ^u;v] ? mm 

[4- [4- [2- (2-^DD7xr;i/) -5-'fV7 , D^l/t^ , ;-;i'-4- 
-Ob] 7x^;i/] ?-bh-h<j;V (3. 2mg, 7. 8 6^mol) 411 

^-tK (2/1 (v/v) , 0. 5mL) £?^§U 1 0 0 °C"e 1 7 RSBflUlttUfco S 

m&^u ws»^ h u ^at-w> aibtiffiu afc&dMWBS' v njir^mm 

« (1. 5mg, 4 5%) «»fco 

1 H-NMR (CDClj, 400MHz) 
6 : 

1. 30 (d, 6H, J = 7Hz) 

2. 10 (m, 2H) 

2. 6 5 (t, 2H, J=7Hz) 

3. 0 3 (t, 2H, J = 7Hz) 
3. 0-3. 2 (m, 1H) 

3. 7 0 (s, 2H) 

7. 3-7. 4 (m, 2H) 

7. 3 7 (d, 2H, J = 8Hz) 

7. 4-7. 5 (m, 1H) 

7. 9-8. 0 (m, 3H) 
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mmm2 

[4- [3 - [2- (2-^DD7xrjl/) -5->f V7-DmW-;b-4-^ f 
(1) 1- [ 7*-Jl] -3- [2- (2-^D07x^) - 

5-^v7Dt;i/W^;-;i/-4 — r;i/] :rp^>- i 

6 0%7jc^b^-h'J^A (40mg, 1. OOmmol) h7t h*D77> (3 
mL) 2k#4k 3 - [ (4-7UM+i/^^l/) 7xzji,] -3_^-dfv 

7DW>ix^K2 6 2mg, 1. OOmmol) ©f Fvt h*D77> (4mL 
) ^^2 O^^ltT^Tbfco 3 0^ 2- (2-^D07i^) _ 4 _ 3 _ 
h^^;i/-5-^V7-Dt;^drl7-y-;u (3 6 2mg, 1. OOmmol) CD^hv 
bh'D^^> (4mL) **&an* N 2 4WD#lSl / f Co S«§lSiC||Utzk 

br&mMt* ZMLXmm^tzo StifcRHK (3mL) N mm (0. 8mL) fcip* 

b£o ii§^'J^;i/77y^iij7A^Dvh^77^- (^-i^/ffl^cTVl/ 
= 5/l)«U SlM(2 5 6mg, 64%) £*§fc 0 

1 H-NMR ( CD C 1 3 , 4 0 0MHz) 

6 : 

1. 3 1 (d, 6H, J = 7Hz) 
2.9 9 (t , 2H, J = 7Hz) 
3. 18 (m, 1 H) 

3. 40 (t, 2H, J = 7Hz) 

4. 6 0 (s, 2H) 

7. 3-7. 4 (m, 2H) 
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7. 4-7. 5 (m, 3H) 
7. 9-8. 0 (m, 1H) 
7. 9 8 (d, 2H, J = 8Hz) 



(2) [4- [3- [2- (2-^DD7x-;v) - 5 f V7n fc^M-^-tf-y— 

1- [ (4-7DD^^) 7i-iH -3- [2- (2-7DD7i-Jl) -5- 
-f y^DKM*U-»;- ;i/-4-W;i/] 7*d;1>- 1 (2 5 3 mg, 0. 62 
9mmol) &T-feh> (2mL) t»U 3£<fh:J- h U £A (94mg, 0. 6 2 
9mmol)> i/T^h^A (5 1mg, 0. 9 4 3mmol) SiD^ 

Jl/77^a*7A7D7h^?7^ - (-s^i7">/^^;i/= 3/ 1 ) T?«M»U 
(44mg, 18%) *»fco 

1 H-NMR (CDC 1 3 , 4 0 0MHz) 
6 : 

• 1. 3 1 (d, 6H, J = 7Hz) 

2 . 9 9 (t , 2H, J = 7H z) 
3. 1 8 (m, 1H) 

3. 4 1 (t , 2H, J = 7Hz) 

3. 8 0 (s, 2H) 

7. 3-7. 4 (m, 2H) 

7. 4 2 (d, 2H, J = 8Hz) 

7. 4-7. 5 (m, 1H) 

7. 9-8. 0 (m, 1H) 

8. 0 1 (d, 2H, J = 8Hz) 
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(3) [4- [3- [2- (2-^DD7xr;p) -5-^V7"D 

[4- [3- [2- (2-^dd7x-j^ -.5— f vrDm^v-;v-4- 

-f/l>] 7Hrh-hij;v (43mg, 0. 10 9mmol) £ 

(2/1 (v/v) , 1. 5mL) t«»u 1 0 O'Cfl OB^Wlfe 

i/a*7A^DV f.^^ _ (^DD*M/^^;- ;i/= 10 0 /0->9 7 /3) 
KJ:D«r»bTs Mflrttt (28mg, 6 1%) £f#fco 

1 H-NMR ( CD C 1 3 , 4 0 0MHz) 

5 : 

1.3 0 (d, 6H, J = 7Hz) 

2. 9 7 (t, 2H, J = 7Hz) 

3. 19 (m, 1 H) 

3. 3 5 (t, 2H, J=7Hz) 
3. 6 7 (s, 2H) 
7. 3-7. 4 (m, 4 H) 
7. 4-7. 5 (m, 1H) 
7. 8-8. 0 (m, 3H) 



13 

I. M£££ 

(1) PPARr, 6m&<h<mcDmfe 

KSMb^ft CUM 1 iem©##SBJ<fbim jfeWcKfcJ© PPARy ^zj-^ h OR 
osiglitaz oneMPPARd73*-7 hcDL-1 6 5 04 1) ©PPAR 

1) TO 
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77 u A ^ K U if /l/fHMEHBUB (CV-1 t±, JWfcfc^inttE^ffl&ffi S 

MSO) £jg#U ftiS&DMSOiglgO. 
2) 7*7^^ F 

^^m^y^-^XY (GAL4 — hPPARr LBDx GAL4-hPPAR«5 
LBD) , ^>7i7-«77X5 K (UASx4-TK-LUC) , 
? hi/?'- j e$m7' : 7XX h* (/3GAL) i±K 1 i ewer, S. A. f&, ((199 
2) Nature, 358:771-774) iilqltllOfcOfcttJB bfco 

3.) h-7>7x7x^i/3> 
CV- liffflflSfc 1 2xl 0 5 <l<D$iMftT-, 2 4«7x;Vtg^7-b— h 

2 4^, 4%M7'>Jfll5ii (FCS) mbDOPTI-MEM I Redu 
c e d Serum Medium (Life Technologies) 5 0 0 p. 
l/wellT^«lfeo ^0^, J&*«2)0©OPT I-MEMT'*fflBS£ifcVN, DN 
A^*»* Cl7^;i/ (2 5 OjuLSftDtttt) M§fcD, «T©rt»***-r«fe©; 0 
. 03Ag©GAL4-hPPAR(5 LBD, 0. 2 5 ju g(DU A S x 4 - T K- L 
UC, 0. 3 5//gCD/?GAL:fcJ;t>*2// lOU^i^^aVTOMR I E-C ( 
Life Technologies), Cft&fcOP T I -MEMfc»#U, »T? 

4) gtfftfc^^£££ini!&&9 

DNA$**»*Bt*, ttJMj&to (»*fl£: 1 0-*MifcSV>&l 0- 6 M£ft£«fc-5 
(310 0%DMSO£}gfl?L*:fc©) £^tf4%FCS-OPTI-MEM 5 0 0// 
ltffe(:MlT^?.fc4 0IIFI ) 3 

5 ) v * -jms^jb u ^;i/©«3^ 

Jfctt&IS&S, PBST*2IHi$fcofc&, *|giBi»* 1 Hlff l^xJUfet), >^>7 
t?«ttW£ffiW**b««rift (2 5mM Tris-P0 4 (pH 7.8),1 
5%v/v Glyserol, 2%CHAPS, l%Lecithin, 1%BSA 
, 4mM EGTA (pH 8. 0), 8mM MgCl 2 , ImM DTT) 100 
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-13=? Vft&<DmfeUm&, 5 0 u 1 ©W*fl3K***giJ«; 9 6 £ x;i^b- 

h£#f&U ONPG (2-rfD7xrjb-/?-D-^^ b t:7^> K) i 0 
0 1 £^*DbT, M-C 57>Hg^ h bfco SJ56fit±«[ ( 1 MftK^- hue? 

A*g?#) 5 0^1$M, 4 14nm®W^l / fe 0 Sit Uffl^fcDM S O 

(o. i %mm <D&.-emmvfcMffi(Djw>7 ^^—ets&m (3>hD— ;h»> &o 

JtII(PPARr:10- 5 M Rosiglitazone, PPARd 1 
0- 4 M£;fefrSL- 1 6 5 0 4 1) Tf^bfefflUB©;],^:? a 7— t?«&M£ 1 0 0% 



1 1 . umtem 

*J10- 5 M-C©*»«) ttPPARrCoi^tt5 0x PPAR<yfcovvCtt9 3 + 
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1 . #©-«!5S ( I ) N 




i~8cdt;1/^t;i/* n «3WR-?»l^8oy^/3*^at. l~3<@©^ny>jj^?T*g 
a^tifcisywr?* 1 ~8 l ~ 3®<DJ\n>7'>m*'eW&£tifc&tmm 

i ~ 8 <dt)^)^s wmm*m vx v^-c * a^jkimf? 

&6~i tt^a^^bTv^T^^VNT';— Cry — 

^oik^jr^r 6 ~ i o 7? s T-^/^i/fiu^o^jWR-?* i ~ 8 ) N wm&*mvx^x 
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